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VAR G2=H/65 
NODE ATTRIBUTES; 
DEFAULT MliEVEL IS ATOM 
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NUMBER OF NODES IS 67 
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SEA FILE=REGISTRY SUB=L12 SSS FUL L24 
SEA FILE=HCAPLUS L28 

SEA FILE=REGISTRY ( 165727-74-2/BI OR 106359-64-2/BI OR 
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-5/BI OR 165727-70-8/BI OR 1 65727-73-1/BI OR 165727-82-2/BI OR 
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165727-77-5/BI OR 1 65727-7 8-6/BI OR 1 65727-7 9-7 /BI OR 165727-80 
-0/BI OR 165727-81-1/BI OR 1 65 7 27 -8 4 -4 /BI OR 165727-85-5/BI OR 
165727-86-6/BI OR 1 65727-87-7/BI OR 165727-88-8/BI OR 165727-89 
-9/BI OR 165727-90-2/BI OR 166019-71-2/BI OR 1 6601 9-73-4 /BI OR 
166019-74-5/BI OR 167090-46-2/BI OR 167090-47-3/BI OR 167090-48 
-4/BI OR 167090~49-5/BI OR 167090-50-S/BI OR 167090-51-9/BI OR 
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-3/BI OR 167090-56-4/BI OR 1 670 90-57-5/BI OR 167090-58-6/BI OR 
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-2/BI OR 167090-63-3/BI OR 167090-64-4 /BI OR 167090-65-5/BI OR 
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~9/BI OR 167090-70-2/BI OR 1 67090-72-4 /BI OR 1670 90-73-5/BI OR 
167090-74-6/BI OR 168110-44-9/BI OR 168 1 10-4 5-0/BI OR 168110-46 
-1/BI OR 168110-47-2/BI OR 1 68 1 1 0-4 8 -3/BI OR 1931-98-2/BI OR 
298-12-4/BI OR 3275-13-6/BI OR 59748-15-1/BI OR 68-11-1/BI OR 
69367-31-3/BI OR 75-79-6/BI OR 79-08-3/BI OR 7 9287-72-2/BI OR 
883-40-9/BI OR 9037-30-3/BI ) AND L28 
SEA FILE-HCAPLUS L33 
SEA FILE=HCAPLUS L2 9 NOT L34 
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OTHER SpURCE(.S): MARPAT 139:399787 

AB A pharmaceutical composition comprising a cyclic peptide or its salt and 

cyclodextrins is provided. The composition further comprises a pH adiuster 
and/or a pH buffer, i.e., an amino acid. The peptide is having 
antimicrobial activity and is suitable for the treatment of infectious 
diseases. 
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MARPAT 139:197770 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to new lipopeptides I [Rl = H, acyl; R2 = carbamoyl, 
(protected) aminoalkyl or guanidinoalkyl, hydroxy-substituted 
alkylaminoalkyl; R3 = = H, OH; R4 - aminoalkyl, alkylcarbamoylalkyl , 
carboxyalkyl, etc.; R5 = OH or protected hydroxy] or their salts which 
have antimicrobial activities (especially antifungal activity) and inhibitory 
activity on p-l,3~glucan synthase and to a process for their 
synthesis. Pharmaceutical compns. containing I are used for prophylactic 
and/or therapeutic treatment of infectious diseases in a human being or an 
animal. Thus, cyclic peptide II.2HC1 [R = p- [ 4- [( 4-methoxybutoxy) methyl ] - 
1-piperidinyl] phenyl] was prepared by N-acylation of I (Rl = H) and showed 
MIC < 0.2 lag/mL against Candida albicans. 
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STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 



AB 



The invention relates to new cyclic peptides I (Rl = acyl; R2 - H, acyl; 
R3 = lower alkoxy which has one or more hydroxy or protected hydroxy 
groups; R4 - H, OH; R5 - H, OH, lower alkoxy, hydroxysulf onyloxy ; R6 = OH 
acyloxy) or their salts which have antimicrobial activities, especially 
antifungal activity. Pharmaceutical compns . containing I are used for 
prophylactic and/or therapeutic treatment of infectious diseases includin 
infection (e.g. pneumonia) in a human being or an animal. Thus, cyclic 
peptide II [R = p- [( 4-phenyl-l-piperidinyl ) oxy] phenyl ] was prepared by 
N-acylation of I (Rl = H) and showed MIC < 0.3 ng/mL against Candida 
albicans . 
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AB A stabilized pharmaceutical composition in lyophilized form comprises (i) a 
cyclic polypeptide I (R1,R2 - H, acyl; R3 = alkyl, R4 = H, OH; R5 = H, OH, 
alkoxy, hydroxysulfonyloxy; R6 - OH, acyloxy) or its salt, and (ii) a 
polysaccharide, e.g., dextran, as a stabilizer. The composition further 
comprises a pH adjuster and/or a pH buffer. An injection formulation is 
prepared by dissolving the lyophilized composition in isotonic NaCl solution 

the 

injection can or should be used for preventing or treating infection 
diseases, especially fungal infections. For example, a lyophilized 
composition each 

containing 10 mg of I was prepared from I 0.2 g, dextran 40 2 g, glycine 0 3 
and NaOH. 

REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB Cyclic polypeptides [(I); R, Rl (independently) = H, acyl; R2 = 

hydroxyalkyl; R3 = H, OH; R4 ^ H, OH, alkoxy, H03S0-; R5 = OH, acyloxy] , 
useful as antimicrobial or antifungal agents, or as p-l,3-glucan 
synthase inhibitors (no data), for use in prophylactic and/or therapeutic 
treatment of infectious diseases in humans or animals, were prepared A 
variety of substituted acyl R groups were prepared and coupled with the 
cyclopeptide. Thus, I [ R = 4- [2- [ 4- [ 4- [ 5-methoxypentyloxy] piperidin-1- 
yl]phenyl]imidazo[2,l-b] [l,3,4]thiadiazol-6'-yl]phenylcarbonyl; R1,R3 - H- 
R2 = CH(CH20H)2; R4 = H03S0; R5 = OH (II)] was prepared in four steps from 
the starting protected cyclic peptide sodium salt and activated ester of 
substituted benzoic acid (preparation given) . In in vitro tests of 
antimicrobial activity, in mouse serum against Candida albicans FP-633 II 
had MIC <0. 3 |ag/mL. ' 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Cyclic hexapeptides I [Rl = H, acyl; R2, R3 = H, cyano, ( un) substituted 
alkyl, acyl, heterocyclyl , alkylidenyl; R4 = R, OH; R5 = H, OH, alkoxy, 
hydroxysulfonyloxy; R6 = OH, acyloxy] or their salts were prepared for use 
as antimicrobials, ■ especially fungicides. Thus, cyclic peptide II [Rl = 
p- [5- [4 ' - (2-methoxyethoxy) [1,1' -biphenyl] -4 -yl] thiazol-2-yl] benzoyl] , 
prepared via N-acylation reaction, showed MIC <0.3 |.ig/mL for inhibition 
of Candida albicans. 

REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 
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VAR G1=OH/60 

VAR G2=H/65 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 67 

STEREO ATTRIBUTES: NONE 
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L33 11 SEA FILE-REGISTRY (165727-74-2/BI OR 106359-64-2/BI OR 
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-5/BI OR 165727-70-8/BI OR 165727-73-1/BI OR 165727-82-2/BI OR 
165727-83-3/BI OR 16712-64-4/BI OR 20276-55-5/BI OR 6066-82-6/B 
I OR 629-04-9/BI OR 138328-74-2/BI OR 14 1518-38-9/BI OR 
141518~53-8/BI OR 152868-93-4 /BI OR 1528 68-94-5/BI OR 165727-71 
-9/BI OR 165727-72-0/BI OR 165727-75-3/BI OR 1 65727-7 6-4 /BI OR 
165727-77-5/BI OR 165727-78-6/BI OR 165727-7 9-7/BI OR 165727-80 
-0/BI OR 165727-81-1/BI OR 1 65727-84-4 /BI OR 165727-85-5/BI OR 
165727-86-6/BI OR 1 65727-87-7 /BI OR 165727-88-8/BI OR 165727-89 
-9/BI OR 165727-90-2/BI OR 166019-7 1-2/BI OR 166019-73-4 /BI OR 
166019-74-5/BI OR 167090-4 6-2/BI OR 167090-47-3/BI OR 167090-48 
-4/BI OR 167090-49-5/BI OR 1 670 90-50-8 /BI OR 1 67090-51- 9/BI OR 
167090-52-0/BI OR 167090-53-1/BI OR 167090-54-2/BI OR 167090-55 
-3/BI OR 167090-56-4/BI OR 167090-57-5/BI OR 167090-58-6/BI OR 
167090-59-7/BI OR 167090-60-0/BI OR 167090-61-1/BI OR 167090-62 
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-2/BI OR 167090-63-3/BI OR 167090-64-4/BI OR 167090-65-5/BI OR 
167090-66-6/BI OR 167090-67-7/BI OR 167090-68-8/BI OR 167090-69 
-9/BI OR 167090-70-2/BI OR 1 670 90-72-4 /BI OR 167090-73-5/Bl OR 
• 167090-74-6/BI OR 168110-44-9/BI OR 168110-45-0/BI OR 168110-46 
-1/BI OR 168110-47-2/BI OR 1 68 110-4 8-3/BI OR 1931-98-2/BI OR 
298-12-4/BI OR 3275-13-6/BI OR 59748-15-1/BI OR 68-11-1/BI OR 
69367-31-3/BI OR 75-79-6/BI OR 79-08-3/BI OR 79287-72-2/BI OR 
883-40-9/BI OR 9037-30-3/BI) AND L28 
L34 2 SEA FILE=HCAPLUS L33 



=> d ibib abs hitstr 134 1-2 



L34 ANSWER 1 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 



HCAPLUS COPYRIGHT 2004 ACS on STN 
1995 : 763519 HCAPLUS 
123:228903 

Preparation of cyclic peptide compounds as 
p-l,3-glucan synthase inhibitors and 
antimicrobial agents 
Ohki, Hidenori; Tomishima, 
Takasugi, Hisashi 
Fujisawa Pharmaceutical Co 
Can. Pat. Appl., 85 pp. 
CODEN: CPXXEB 



Masaki; Yamada, Akira; 
, Ltd., Japan 



DOCUMENT TYPE: Patent 

LANGUAGE: English 

FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 
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STRUCTURE qiAGRAM TOO LARGE FOR DISPLAY 



AVAILABLE VIA OFFLINE PRINT * 



AB 



IT 



RN 
ON 



Cyclic peptide compds . [I; Rl = H; R2 = acyl; R3 - OH, acyloxy; R4 =H0, 

0S03H; R5 = H or a lower alkyl group which is optionally substituted with 

a HO, acyl, di (lower) alkylamino or cyclic amino group; R6 = H, OH, or 

acyl-lower alkylthio] and pharmaceutically acceptable salts thereof, 

useful as fungicides for the treatment of Pneumocystis carinii infection, 

are prepared Thus, 0.285 g NaBH3CN was added to a solution of 1 g I (Rl = R3 = 

R6 - OH, R2 - Q, R4 = Na03S0, R5 - H) in CF3C02H containing mol . sieves 4A and 

the resulting mixture was stirred at ambient temperature for 1 h to give, after 

chromatog, by an ion-exchange column on DOWEX 50WX4 (Na+-type) and HPLC 

using a ClSji Bondpak resin, column chromatog. on ODS (YMC-gel 

ODS-AMS-50), and lyophilization, 318 mg I (Rl = R5 = H, R2 = Q, R3 = R6 = 

OH, R4 = Na03S0) and 263 mg I (Rl = R5 = R6 = H, R2 = Q, R6 = OH, R4 = 

Na03S0) . I (Rl = R5 = H, R2 = Ql, R3 = R6 = OH, R4 = Na03S0) showed IC50 

of 0.05 ^g/mL against Candida albicans YU-1200. 

165727-73-lP 165727-74-2P 165727-82-2P 

165727-83-3P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate for preparation of fungicidal cyclic peptide compds.) 

165727-73-1 HCAPLUS 

Pneumocandin AO, 1- [ {4R, 5R) -4 , 5-dihydroxy-N2- [4- (octyloxy) benzoyl] -L- 
ornithine] -4- [4-hydroxy- (S) -4- [ 4-hydroxy-3- ( sulfooxy) phenyl ] -L-threonine ] - 
5- [N- (carboxyhydroxymethyl) -threo-3-hydroxy-L-glutamine] -, monosudium salt 
(9CI) (CA INDEX NAME) 
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165727-7'1-2 HCAPLUS 

Pneumocandin AO, 1- [ (4R, 5R) -4 , 5-dihydroxy-N2- [ 4- (octyloxy) benzoyl] -L- 
ornithine] -4- [4- (3, 4-dihydroxyphenyl ) - {S ) -4-hydroxy-L-threonine] -5- [N- 
(carboxyhydroxymethyl) ~threo-3-hydroxy-L-glutamine] monosodium salt 
(9CI) (CA INDEX NAME) 
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165727-82-2 HCAPLUS 

Pneumocandin AO, 1- [N2- [ [6- (heptyloxy) -2-naphthalenyl] carbonyl] - (4R, 5R) - 
4, 5~dihydroxy-L-ornithine] -4- [4-hydroxy- (S) -4- [4-hydroxy-3- 
(sulf ooxy) phenyl] -L-threonine] -5- [N- (carboxyhydroxymethyl) -threo-3-hydro> 
L-glutamine] disodium salt {9CI) (CA INDEX NAME) 
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165727-83-3 HCAPLUS 

Pneumocandin AO, 1- [N2- [ [6- (heptyloxy) -2-naphthalenyl] carbonyl] - {4R, 5R) - 
4, 5-dihydroxy-L-ornithine] -4- [4- (3, 4-dihydroxyphenyl ) - (S) -4-hydroxy-L- 
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threonine] -5- [N- (carboxyhydroxymethyl) -threo-3-hydroxy-L-glutamine] 
monosodium salt (9CI) (CA INDEX NAME) 
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IT 
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CN 



167090-57-5P 167090-58-6P 167090-65-5P 

RL: BAG (Biological activity or effector, except adverse); HSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of cyclic peptide compds . as p-l,3-glucan synthase 

inhibitors and fungicides) 
167090-57-5 HCAPLUS 

Pneumocandin AO, 1- [N2- [ [6- (heptyloxy) -2-naphthalenyl] carbonyl] -erythro-4- 
hydroxy-L-ornithine] -4- [4- (3, 4 -dihydroxyphenyl ) -L-threonine] -5- [N- 
(carboxyhydroxymethyl) -threo~3-hydroxy-L-glutainine] - (9CI) (CA INDEX 
NAME) 



*** STRUCTURE DIAGRAM IS NOT AVAILABLE 
RN 167090-58-6 HCAPLUS 

CN Pneumocandin AO, 1- [erythro-4-hydroxy-N2- [ 4- (octyloxy) benzoyl] -L- 
ornithine] -4- [4- (3, 4 -dihydroxyphenyl) -L-threonine] -5- [N- 
(carboxyhydroxymethyl) -threo-3-hydroxy-L-glutaniine] - (9CI) (CA INDEX 
NAME) 
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RN 167090-65-5 HCAPLUS 

CN Pneumocandin AO, 1- [N2- [ [4 • - (heptyloxy) [1, 1 » -biphenyl] -4-yl] carbonyl] - 
erythro-4-hydroxy~L-ornithine] -4- [ 4-hydroxy- ( S) -4- [ 4-hydroxy-3- 
(sulfooxy) phenyl] -L-threonine] -5- [N- (carboxyhydroxymethyl ) -threo-3-hydroxy- 
L-glut amine] disodium salt (9CI) (OA INDEX NAME) 
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IT 165727-74-2 168110-47-2 168110-48-3 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(reaction in preparation of fungicidal cyclic peptide compds . ) 
RN 165727-74-2 HCAPLUS 

CN Pneumocandin AO, 1- [ (4R, 5R) -4 , 5-dihydroxy-N2- [ 4- (octyloxy) benzoyl] -L- 
ornithine] -4- [4- (3, 4-dihydroxyphenyl) - (S ) -4-hydroxy-L-threonine] -5- [N- 
(carboxyhydroxymethyl) -threo-3-hydroxy-L-glutamine]-, monosodiuin salt 
OCX) {CA INDEX NAME) 
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RN 168110-47-2 HCAPLUS 

_CN Pneumocandin AO, 1- [N2- [ [6- (heptyloxy) -2~naphthalenyl] carbonyl] - (4R, 5R) - 
4 , 5-dihydroxy-L-ornithine] -4- [4-hydroxy- (S) -4- [ 4-hydroxy-3- 

(sulfooxy) phenyl] -L-threonine] -5- [N- (carboxyhydroxymethyl ) -threo-3-hydroxy- 
L-glutamine] monosodium salt (9CI) (CA INDEX NAME) 
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RN 168110-48-3 HCAPLUS 

CN Pneumocandin AO, 1- [N2- [ [6- (heptyloxy) -2-naphthalenyl] carbonyl] - (4R, 5R) - 
4 , 5-dihydroxy-L-ornithine] -4- [4- (3, 4 -dihydroxyphenyl ) - (S) -4-hydroxy-L- 
threonine] -5- [N- ( carboxyhydroxymethyl ) -threo-3-hydroxy-L-glutaniine] - {9CI) 
(CA INDEX NAME) 
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1995: 716709 HCAPLUS 
123:112725 

preparation of polypeptides as antimicrobials 

Fujisawa Pharmaceutical Co., Ltd., Japan 

Jpn. Kokai Tokkyo Koho, 4 7 pp. 

CODEN: JKXXAF 

Patent 

Japanese 

1 



PATENT NO. 



JP 06192292 
PRIORITY APPLN. INFO.: 
OTHER SOURCE (S) : 
GI 



KIND DATE 
A2 19940712 



APPLICATION NO. DATE 



JP 1993-248668 19930909 
GB 1992-19068 19920909 
MARPAT 123:112725 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I [Rl = OH, alkoxy; R2 = OH; R3 = acyl; R4 , R5 = OH; R6 = 

OH, alkanoyloxy; (un) protected carboxyalkoxy; R7 = OH, hydroxysulf onyloxy, 
(un) protected carboxyalkoxy; R8 = H, (un) substituted alkyl; R1R2 or R3R4 = 
Q; R9, RIO = H, alkyl; with provisos] and their salts are prepared Over 20 
I were prepared with data; however, no specific exptl. procedures are given 
for the preparation of individual compds. I [Rl = R2 = R4 = R5 = R6 = R7 = 
= OH, R3 = 6- (octyloxy) -2-naphthoyl, R8 = H] (also prepared) had an IC50 of 
0.2 ^ig/mL against Candida albicans. 
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IT 165727-73-lP 165727-74-2P 165727-75-3P 
165727-76-4P 165727-82-2P 165727-83-3P 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(preparation of polypeptides as antimicrobials) 
RN 165727-73-1 HCAPLUS 

CN Pneumocandin AO, 1- [ (4R, 5R) -4 , 5-dihydroxy-N2- [ 4- (octyloxy) benzoyl] -L- 

ornithine] -4- [4-hydroxy- (S) -4- [4-hydroxy-3~- (sulfooxy) phenyl] -L-threonine] - 
5~[N~ (carboxyhydroxymethyl)-threo-3-hydroxy-L-glutamine] monosodium salt 
(9CI) (CA INDEX NAME) 
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RN 165727-74-2 HCAPLUS 

CN Pneumocandin AO, 1- [ (4R, 5R) -4 , 5-dihydroxy-N2- [ 4- (octyloxy) benzoyl] -L- 
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ornithine] -4- [4- (3, 4-dihydroxyphenyl ) - (S ) -4-hydroxy-L-threonine] -5- [N- 
(carboxyhydroxymethyl) -threo-3-hydroxy-L-giutainine] monosodium salt 
{9CI) (CA INDEX NAME) 
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RN 165727-75-3 HCAPLUS 

CN Pneumocandin AO, 1- [ ( 4R, 5R) -4 , 5-dihydroxy-N2- [ [ 6- (octyloxy ) -2- 

naphthalenyl] carbonyl] -L-ornithine ] -4- [4- (3, 4-dihydroxyphenyl ) - (S) -4- 
hydroxy-L-threonine] -5- [N- ( carboxyhydroxymethyl ) -threo-3-hydroxy-L- 
glutamine] monosodium salt (9CI) (CA INDEX NAME) 
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RN 165727-76-4 HCAPLUS 

CN Pneumocandin AO, 1- [ ( 4R, 5R) -4 , 5-dihydroxy-N2- [ [ 6- (octyloxy ) -2- 

naphthalenyl] carbonyl] -L-ornithine] -4- [4 -hydroxy- (S) -4- [ 4 -hydroxy- 3- 

(sulf ooxy) phenyl] -L-threonine ] -5- [N- (carboxyhydroxymethyl) -threo-3-hydroxy- 

L-glutamine] disodium salt (9CI) (CA INDEX NAME) 
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RN 165727-82-2 HCAPLUS 

CN Pneumocandin AO, 1- [N2- [ [ 6- (heptyloxy ) -2-naphthalenyl ] carbonyl ] - ( 4R, 5R) - 
4, 5-dihyciroxy-L-ornithine] - 4- [4 -hydroxy- (S) - 4- [ 4 -hydroxy-3- 

(sulfooxy) phenyl] -L-threonine] -5- [N- (carboxyhydroxymethyl) -threo-3-hydroxy- 
L-glutamine] disodium salt (9CI) (CA INDEX NAME) 
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RN 165727-83-3 HCAPLUS 

CN Pneumocandin AO, 1- [N2- [ [6- (heptyloxy) -2-naphthalenyl] carbonyl] - (4R, 5R) - 
4 , 5-dihydroxy-L-ornithine] -4- [4- (3, 4 -dihydroxyphenyl ) - (S) -4-hydroxy-L- 
threonine] -5- [N- (carboxyhydroxymethyl ) -threo-3-hydroxy-L-glutamine] 
monosodium salt (9CI) (CA INDEX NAME) 
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